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ANDA 74-932

Mylan Pharmaceuticals Inc.
Attention: Frank R. Sisto
781 Chestnut Ridge Road
P.O. Box 4310

Morgantown, WV 26504-4310

Dear Sir:

This is in reference to your abbreviated new drug application
dated July 31, 1996, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Etodolac Capsules, 200
mg and 300 mg.

Reference is also made to your amendments dated October 17, 1996,
February 19, February 26, March 3, March 6 and March 13 and
April 16, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Etodolac Capsules, 200 mg and 300 mg to be
bioequivalent and, therefore, therapeutically equivalent to the
listed drug [Lodine® Capsules, 200 mg and 300 mg of Wyeth Ayerst
Laboratories, Inc.]. Your dissolution testing should be
incorporated into the stability and quality control program using
the same method proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of

Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.




We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours,

5/b/57

Douglas L. Spfrn
Director

Office of Generic Drugs
Center for Drug Evaluation and Research
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baxylc acid. chemically designated as
(2) 1.8-diethyi-1.3.4.9-tetraiydropyra-
n0-(3 4-bindole-1-acetic acid. The
structural formula for etodelac rs shown
below:

| tmotmd

HOTHD

(=]

HOODMD

The molecular formuta for etodalac 1S
Cy7H2i N0y The melecular wenght of the
base 18 287.37. & has 2 pa of 4.65 and
an n-octanoi-water parttion coetficient
of 1).4 at pH 7.4. Etedolac 1s 2 white
crystaliime compound, sresaluble 1n water
but soluble in aicohols. chiorotorm,
dimethy sulfonde. and squeous polyeth-
Yiene glycol.

The inactive ingredwments present in
the capsules are ammonivm Mydroude.
black iron xide, cotiordal Siecon damde.
gelatin, magnesium Stearate. mucrocrys-
talline celiulose, pharmacewtical glaze.
polysorbate 80. povidone. red zen oxide,
sikicon dioude. simethacone. sodeum fau -
i sulfate. sadium starch picelate. ita-
nium diaxide, 2nd yelow won oexde.

Etodolac 15 avanabie n 200 an¢
300 mg capsules for orsl admmnestration
CLINICAL PUARMACOLOGY: Pharma-

beistved 10 be assarssied with the -
itme of prestagiondn esynthess

Etedalac 15 3 racemic mutyre of
[ 1R- and [+]S-stodelac. As with other
NSAIDs. 1t has been gemonstrated ir
Srmmals that the [+ [S-ferm 1s bioleqica:-
W actrre. Both enantomers are stable
200 Tese 15 me [-R 38 [+ S comversam »
o

Pharmacedyssmncs: Anpigesis was
demonstrabie by 172 hewr inllvwmng san-
gie sases of 200 te 400 mg ewmdniac.
with the pesk eifect accumng w | 1 2
hours Iu-mmmm
lasted lor 4 16 6 howrs (see Cimica)
Tnats)

Pharmaceiinstics: The phanmacaimet -

267 normal subyects. 44 siderly patents

{> 65 years oid), 19 patients wih renai

fariure {crestinine clearance 37 1o

88 mi/min), 9 patients on .

and 10 patients with compensated
iC CThosts.

Etodolac. when adaunistered oraily,
exhibits kinetics that are weil described
by a two-compartment modet with tirst-
order absorption.

Etodoiac has no apparent pharmaco-
kinetic interaction when administered
with phemtoin, giyburide, furosemide o
hydrochiorothiazide.

Etodolac is well absorbed
and had a reiative bioavailabelity of
100% when 200 mg capauies were com-

ility of etodoiac from the capsule

fremolanen se as saase OR7  Caonors
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taiure (Creatining cgarante v o

88 mUmin), 9 patients on

and 10 pstients witk. umpsnsned
cimhosis.

Enmuc when admimstered orally.

absorption.
Etodoiac has no 3pparent pharmaco
lunetic nteraction when odlmmstm
with phemytoin, giybunde, furosemde of
hydrochiarothianide
Absorptien: Etodolac is well absorbed
and had 2 relative bioavailability ot
100% when 200 mg capsules were com-
pared with a solution of etodolac. Based
on mass balance studies, the systemic
mulamlm «of etodolac from the capsule
formulation is at least 80%. Etodolac
does net undergo Signiticant first-pass
metabolism foltowing oral administra-
tion. Mean (x ) SD) peak plasma con-
centrations range from appreximately
14 + 4 to 37 + 9 meg/mi after 200 to
500 mg single doses and are reached In
80 + 30 minutes (see Table | for swm-
mary of pharmacokmetic parameters)
The gosz-propartwoasiity based on AUC
(the area wnder the plasma concentra-
on-twne curve) ¢ kneas feliomng doses
up to 600 g every 12 hours. Peak con-
centrations are dese-proportional for
both total and free etadolac follewing
oases wo 1o 400 eg every 12 hewrs, but
fotlewng 3 600 mp dese. the peak is

2bmt 20% Mghet than predcied on the
bass of lower duses.
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Antacid EHects: The exient of absarption
of etadoiac is w0l atiected whon elndoiac
is admanistered wth 20 amtacd. Caad-
wacstration with 38 aatacsd decreases

Food ERfects: Iheu!ut of absorption of
etodoiac is not atected when etodoiac
is administered after a meal. Food in-
take. however, freduces the peak concen-
tration reached by approzimately one
halt and increases the time-lo-peak
concentration by 1.4 to 3.8 hours.
Distribotion: Etodolac has sn spparent
steady-state voluma of distribution
about 0.362 L/kg. Withan the thesapeutic
dose range. etodoiac is more than 3%
‘bound to plasma preteias. The free frac -
tion is less than 1% and is indegendent
of etodolac total concentraten over the
dose range studied.

Metsbslism: Etodolac is extensively
metaboized in the inver, with renal eam -
nation of etedelac 34 IS metaboltes

Eluisstion: The mean platme ciearsace
of etodelac is 47 (x 16) mUNAg. and
termenal drspasstion hatl-life is 7.3 (=
4.0) hours. Apgrommately 72% of the
admmistered dose 15 recovered in the
wne as the fallowng. ndicated as % of
the administered dose:

-etodolac, unchanged 1%

~etodolac glucuronide 3%

-hydroryiated metabolite

(6-, 7-, and 8-OH} 5%
~hydroxylated metabolite
glucuronides

wmm 3%

Fecal encretion accounted for 16%
of the dese.
Spaciel Pepuiations: £ ierly Patents:
chaacal shutees. eladelac ciearaace was
reduced by abmt 15% in eides patents
{> 65 years of age). in these studees.
age Was shown net 10 have any effect on
wiodoiac hatl-ie or protesn bundang. and
there was no change in expected dnig
accmuiation. No dosage adwstment 15
generaily necessacy in the eiderty on the
basis of pharmacokinetics. The eiderly
may aeed dasage adsiment, however,
on the basis of bady size (see PRECAU-
THONS: Gasiatric Popuiation), 3s they may
be more sensitive to antiprostagiandin

etfects than younger patients (see PRE-

CALTIONS: Geriatric Population).

Renal Impairment: Studies in patients
with mild-to-moderate renal impairment
(creatinine clearance 37 to 88 mUimin)
showed no signihcant ditferences in the
disposition of total end free etedolac. In

ancied drartinn Fres stadniar rioae.
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basis of pharmacolunetics. The aiderty
My noed dosage sdjustment, however,
on the basss of body sze (ses PRECAU-
TIONS: Ganatric Population]. as they may
be more sensitive to antiprostaglandin
effects than younger patants (see PRE-
CALITIONS: Geriatric Populatron).

Renal impairment: Studies m patients
with mild-to-moderate renal imparment
{creatimne ciearance 37 10 88 mUmin
showed no significant ditterences in the
dispasition of total and free etodaiac. ko
patents undergoing hemodialysis, there
was 2 50% greater apparent ciearance
of total etodolac, due to 3 50% greater
unbound fraction. Free etodoiac clear-

ance was not altered, indicating the im-
portance of protein binding in etodolac's

-disposition. Nevertheless, etodolac is not
dialyzable.

Hepatic impairment: In patients with
compensated hepatic cirhasis, the dis-
pasition of total and free etodolac is not
altered. Aithough no dosage admstment
is generatly required in this patient pop-
izhon, etodolac clearance s dependent
on hepatic function and could be reduced
in patients with severe hepstic failure.
Climicat Trials: Assigesia: Controtled
chacal triais in anaigesia were singie-
Oose. randomized. double-bhnd. parallel
studees i theee pain models, includmg
dental extracuons. The anaigesic effec-
teve dese for etedalac estabhished in
these acute parn models was 200 to
400 my. The onset of 2nnigesia scougred
appranmately 30 mautes stter wral ad-
muustration. Ehdetac 200 mg provided
efficacy comparable to that ebtamed

with asparin (650 mg). Evedotac 400 mg

600 mg + 60 mg). The pesk anpigesic
effect was between | to 2 howrs. Dur-
ation of reket averaged 4 to 5 hows
200 mg of stodolac and 5 to 6 hewrs
400 mg of etodelac as measured by

Ostevarthritis: The use of etodolac in
managing the signs and symptoms of
osteosrthritis of the hip or knee was as-
sessed in double-blind, randemized
controlled clinical trials in 341 patients.
in patients with ostecarthritis #f the
knee, etodolac, in doses of 600 to
1000 mg/day, was better than piacete »
two studies. The chmcal tnais » astes-
arthritis ysed b..d. dosage egwaens.

SDICATIONS AKD RSAGE: £iadaiac & »-
dicated fr acute and leng-term wse

fraindrcated wm patients with knpwn
yperseasttivity te etedolac. Etedelac
shouid Rot be gven 19 pateats whe hove
aperienced asthma. wixana, o sthes

have been reported in such patients {see
WARNINGS: Anapirylactoid Reactions).
WARNINGS: Risk of Gastroiatastiaal (G1)
Ulceration, Bissding, and Perforatien
With Monsteroidal Anti-lntlammatery
Brug (NSAID) Tharagy: Senous Gl tomct-
1y, such as bleeding, ulcesation, and per-
foration, can occur at any time. with or
without waming symptoms, in patients
treated chronically with NSAIDs. Al-
though minor upper Gi problems, such
as dyspepsia, ate common, uswally de-
veloping early in therapy, physicians
Shoutd remain alert for uiceration and
bleeding in patients treated chremcaiy
with NSAIDs, even in the absesce of pre-
vious Gi-tract symptoms. in patents
abserved m Cheical nats of Sech agents
for several months to 2 years' dwraton
symptomatic upper Gl wicers, grass
bleegmg. ov perieration appear te sccwr
n spprommately 1% of patwsts ested
for 310 6 meaths and m sbent 2% to
4% of patents treated for | year. Py
sicipns should imiere petests about the
sgws nd/r symptoms of sensws G dox -
ity and what sheps 10 tahe o they sccur
Studees to date have not estitied
2wy subset of patients not at sk of de-
veloping pegtic wiceraton and bisedmng.
Except for 3 prior Restory of senows Gl
events 3nd ether nsh tactors aown to be
sssociated with peptac wices drsease
such o3 aiceheirsm, smoliag, efc., Mo
rish tactors {e.g., age. sex} have been
associsted with incregand nsh. Ederty o
debiitated patrents seem o aierate w-
ceraton o bieedang iess well than ather
individuals. and mest spontanesus re-
parts of tatal G) events sre m thes popy-
lation. Studees to date are mconciusie
CoRcermng the reiatrve nsh of vanous
NSAIDS 10 Cousing Such reactions. Hegh
duses of amy NSAID probabiy carry 2
grestes rish of Mmse reactions. Sithewgh
contreiied chanchl tnals showng thes do
ROt exrst i MOS! €365 1N CORSIETING
the vse of retatwedy Large geses (withen
he recommended Sasage raage). swit-
Crent bewefrt showld be antiapated to
olfset the patenhel screased nsk of GI

foactty

Anspivtaciid Reactiems: Anaphyiacioid
reactions may ocewr in patients without
prior exposure to etodolac. Etodolac
should not be given to patients with the
aspirin triad. The triad typicaily occurs in
asthmatic patients who expenence rhini-
tis with or without Rasal polyps. or who
exhibit severe. patentially fata) brew-
chospasm after talung asparm of ather
nonsternidal anti-ammatery drags
Fatal reactwens Rave been reparted in
such patients {see CONTRAINDICATIONS
and PRECAUTIONS: Pre-existrag Asth-

R e R
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Everils and ather risk factors kaown to be
dssocisted with peptic. uicer disease,
such as alcsbolism, smelung, efc.. no
fisk tactors (e.g. 8ge. sex) have been
associated with mcrexsed risk. Elderly or
debitated patients seem to tolerate ui-
ceration or bleeding less well than other
individuais, and most spontaneous re-
parts of fatal G events ace in thes popy-
laton. Studres to date are inconciusive
concerning the reiative risk of vanous
NSAIDs i causing such reactions. High
doses of any NSAID Pprobably carry 2
greater rish of these reactions, aithoug:
controfied cimical tnals showing this do
ot exist in most cases. In considering
the use of refatively farge dases (within
the recommended dosage range), sutfi-
cient benefit shouid be anticipated to
offset the potential increased risk of Gi

exhidit Severe. potentrally fatat bron-
chosoasm after Lung aspnn or ether
Ronsteradal anti-inHammatory grugs.
Fatat reactions have been reported in
such patients (see CONTRAINDICATIONS
and PRECAUTIONS: Pre-existing Asth-
ma). Emergency heip should be sought
in cases where an anaphyiacloid reac-
tion occurs.

Advanced Renal Dissase: in cases with
advance kidney disease, as with other
NSAIDs. treatment with etedolac should
ondy be tiated with ciose mondoring of
the patert's sdney function (see PRE-
CAUTIONS: Renal Etfects;

Pregaancy: in iate pregrancy. as with
Other NSAIDs. etodotac shoukd be avoud-
ed because £ may cavse premature cio-
sure of the ductus wtengsas (see PRE-
CAUTIONS: Teratogemc Eftects Preg-
nancy Category

PRECANTIONS: Goworal Pracastives:
Roasl Eflocts: As with other RSAIDs
long-term admemestration of etadaiac to
fats Aas resuited m reaal paguitary ne-
Crosis and other renal Beduiiary
changes. Readl peivic transstienal -
thehal nyperptasia. a Spoataneoss
change occuming with vanable frequen-
€Y. was observed with increased ire-
Quency in treated male rats in 3 2mar
chronic study,

A second form of renal tomicity en-
countered with etodolac, as with other
NSAIDs, is seen in patients with congi-
tions n which renal Pprostaglandins have
2 supportive role in the maintenance of
renal pertusion. In these patients, ag-
ministration of 2 nonstesoidal anti-
intammatory drug may cause a gose-
dependent reduction in prostagiandin
formation ang. secondartly. 1 rena)
blood fiow. wheeh may precrpdate overt
renal decompensation. Patients at great-
est nsk of thrs reaction are those with
impaired renal function. heart fauure, or
liver dystunction. those takong dnmetics.

and the eiderty o of non-
steroidal anti-i arug therapy
15 usually followed by recovery to the pre-
treatment state.

Etodotac metaboles are shmnated
primarity by the idneys. The extent to
which the inactive giucuronide metado-
Ittes may accumulate in patients with
renal failure has not been studred. As
with other drugs whose metaboittes are
excreted by the hidney, the possibility
that adverse reactions {nof listed 1n
ADVERSE REACTIONS) may be attribut-
able to these metabotrtes showd be con-
sidered.

Hopatic Effects: Borderime elevations o
ONE of mare Iver tests may occur m wp to
15% of patents Talung NSAIDs ncledng
elodolac. These abnormadtees may drs -
20pear. remain essentially ui

Of progress with continwed therapy
Meammmmdm-m (20
ororimately three or mere times the
UDper iwnit of nermai) have been repert-
€4 1n approuimately 1% of patents n
charcal tnais with etodolac. A patsent
with symotoms andvor SIgns suggestimg
Iver dystuncioon. or i whom an 2bnor-
Mal Irver test has occurred, showld be
evaiuated for evigence of the deveiop-
ment of 3 mare severe hepatic reacton
while on therapy with stodolac Rare
cases of bver necrusss and Repatec fa-
ure. some of them wath fatal satcomes
have deen reparted M cinecal NS anc
SYMOtoms consrsient with iver desease
develop. or 1f systemec manrlestatons
OCCUr {e.g.. eosineomng rash_efc ..
€todolac should be descanhnoed

NSAIOs
including etodelac. This M3y be due tc
flurd retention. Gt biood toss. or an in.
Completely described effect upen ery.
thropoeesis. Patients on long-term treat-
ment with NSAIDs, incluging etodotac,
should have thex hemogiobm or hemat.
octit checked if they exebit any signs or
Symptoms of anemia.

All drugs which inhibit the biosyn-
thesis of prostaglanding may interfere to
some extent with platelet function ang
vascular responses to bieeding,

Fluid Retention and Edema: Fiuid reten-
tion and edema have been observed in
same patients taking NSAIDs, including
odolac. Theretore, etodolac should be
sed with caution in patients with fad
retention. hypertension. or heart favure.
Pro-axisting Asthma: Avoyt 10% of
patients with asthma may have aspwm-
sensitive asthma The use of aspmn i

(25 4




and PRECAUTIONS: kre-ensung Asth
ma). Emergency heip should be sought
in cases where an snaphylactoid reac-
hon oCCUrs.

Advanced Remal Bipssse: In cases with
sivance kidney disease, as with dthet
NSAIDs, trestment with etodotac shoukd

Pregnancy: In fate pregnancy. 3 with
other NSAIDs. etodolac should be avord-
ed becayse 1 may cause premature cio-
sure of the ductus arteriosus {see PRE-
CAUTIONS: Teratogenic Etfects: Preg-
nancy Category ©).

PRECAUTIONS: Goneral Precsstions:
Renal Etfects: hs with other NSAIDs,
long-term atministration of etodolac to
rats has resufted in renal papiliary ne-
crosis and other renal meduhiary
changes. Renal peivic transiional epi-
thelial hyperpiasia. 3 spontaneous
change accumng with vanable frequer-
¢y, was observed wnih increased tre-
quency in treated male rats m a 2yt
cheomc study

A second form of renal faxicity en-
countered with etodoiac. as with other
NSAIDs. 15 seen n patierts with condi-
Tons in which renal prostagiandms have
2 suppastive role m the matenance of
renal perfusion. I these pahents. #¢-
mimistration of 2 nonstermgal ant:-
inflammatory Grug may Cause 3 dese-
dependent reduction 1n prostaglandin
formatian and. secondarily. 1n 1enal
bicod flow, which may preciotate overl
renal decompensation. Patients at great-
est risk of this reaction are these with
impaired renal function. heact tadure. Of
iver dysfunction: those talung deuretics.
and the elderly. Discontinuation ot non-
steroidal anti-inflammatory drug theragy
s usually foliowed by recovery to the ore -
treziment state.

Etodolac metaboltes are ehmmnated
primarily by the kidneys. The extent t0
which the inactive glucuronide metabo-
lites may accumulate in patents with
renal failure has net been stued As
with ather drugs whase metabuides e
excreted by the kidney the posssbaety
that adverse reactions (not fisted 17
ADVERSE REACTIONS) may be attrbwt-
able to these metaboietes should be con -
sudered
Nopatic Efects: Borderboe elevatons of
one or more lever testy Iy OCCU 11 90 1T
15% of pateents takung NSAIDS mcheden
etodolac. These abROMBaMtIes WY ds-
appear. reman essentially unchaeged
of progress with continued therapy
Meaningtul elevations of ALY or AST tap-
proximately three or more times the
upper limit of riormal) have been report-
ed in approximately 1% of patients in
clinical trials with etodolac. A patient
with symptoms and/or Signs suggestng
fiver dysfunction, or in wham an abnor -
ma liver test has occurred. should be
evaluated for evidence of the develop-
ment of 3 more severe hepatic reaction
while on therapy with etodolac. Rare
cases of Hiver necrosis and hepatec tai-
ure, some of them with fatal outcomes
have been reported. It chnical SIgRs and
symptoms. consistent with frver disease
develop. of it systemic manvestations
occur (e.g-. sosinophshia, rash. et
etodolac shousd be

EMOCEs: Anemid 15 some-
fimes seen n patients recerwng MSAS
ncluding etodolac. Ths may be due tc
Hnd retention. G blood loss or an 10~
compietely Gesenibed etlect wpon ey
hvopoesis Patients on long-term treat-
ment wih KSAIDs. mchdmg HodedC
should have thest hemeogioten or hewma’-

All drugs which inhibit the bresyn-
thesis of prostagtandins may ntertere 10
some extent with piatetet function and
vascular responses 1o bleeding
Fiuid Retsntion and Edems: Fusd reten-
tion and edema have been shserved 0
some patients taking NSALDS. nchdeng
etodolac. Theretore. etodotac shouid be
used with caution 1 patents with tud
retention. hypertension. & heart taure
Pra-sristiog Asthme: About 10% ef
patients wih asihana may Rave asprn-
sonsdre asthma. The use of aspnn
patients with aspe-sensitve asthmas
has been assocuated with severe broa-
chospasm winch can be tatal Since
cross reactivty including broncho-

aspwnn aad other non-

s

Intovmstion for Patimats: ftodolac e
other drugs of ts class, Can cause drs-
comfort 3nd. Tarely. More SETOUS swde
eftects. SKh as gastrontestnal bleed-
ing. which may resuit 1n hosptakeaton
and even tatal outcomes.

Physicians may wish to 8isCuss with
thews patients the potential risks (see
WARNINGS, PRECAUTIONS. ADVERSE
REACTIONS) and likely benetits of non-
steraidal anti-inttammatony drug treat-
ment.




Patents on erdolac should report to
their physicians Signs or Symptoms ot
gastromtestinal viceration of Dleeding.
biurred vision o other eye Symptoms.
<k rash, weight gain, of edema

Because serious gastraintestinal
tract ukcerations and bieeding can occut
withowt warning symptams. physicians
should follow chronically treated pa-
fients for the signs and Symptoms of ut-
cerations ang bieeding and should in-
form them ot the importance of this fol-
low-up {see WARNINGS: Risk of G UI-
ceration, Bleeding and Pertoration with
Nonsteroidal Anti-Infiammatory Fherapy).

Patients should aiso be instructed to

sesh medical emergency heip in case of
an occumence af anaphytactoid reactions
{ste WARNINGS)
Laberatory Tests: Patients on long-tesm
trestment with etodoiac, as with other
NSAIDS. should have therr o
hematocrt cheched penodically hor SIS
or symotoms of anemia. Appropriate
measures should be taken in case Such
signs of anemia occur.

it clinical si)gns and Symploms con-
sistent with liver disease develop of if
systemic manifestations occur (e.g.
exsinophilia, rash, etc.) and it abnormal
iver tests are detected, persist or wors-
en, etodolac should be discontinued.
Drug ineractions: Aatacids: The con-
comitant administration o antacids has
1o apparent effect on the exent of ab-
somtion of elodolac. However. artacids
can decrease the peak concestration
reached by 15 to 20% but have no de-
tactable effect on the tume-to-peak
Aspiria: When etedolac ©s admmnestered
with aspinn. s protesn bading 13 Te-
duced. afthough the ciearance of free
etodotac s not sitered. The chmcal sig-
nificance of this intesaction 1S ot
Known; howeves, as wih other NSAIDs.
concomatant administration of etodetac
and aspinn is not generally recommend -
od because of the patential of increased
agverse etfects.

Warfarin: Short-term pharmacokinetic
studies have demonstrated that con-
comitant administration of wartann and
etodolac resutts in reduced protein bind-
tng of wartarin, but there was no change
in the clearance o free wartarin. There
was no significant ditterence in the
pharmacodynamic etfect ot warfarin
administered alone and wartanin admin-
istered with etodolac as measured by
prothrembin time. Thus. concomitant
therapy with wartarin and etodolac
should ot requwe dosage sdjustment of
either drug. However, there have been 3
few spontaneous reports of prolonged
prothrombin times in etodolac-treated
patients receving concomitant wartann
therapy. Caution should be exercrsed
because interaclions have been seen
with other NSAIDs.
Cyclosporine, Digexin, Lithium. Meth-
otrazate: Etodolac. like other NSAIDs
through ettects on renal prosiagiandms
may cause changes in the ehmination of
these drugs leading to elevated serum
tevels of digain, lithium, and methatrea-
ate and increased taxicity. Nephrotamicity
associated with cyclosporine may aiso be
enhanced. Patients receiving these
drugs who are given etodotac. or any
other NSAID, and particularly those pa-
tients with aitered renal function. should
be observed for the development af the
specific tasicities of these drugs
Phenylbutazone: az00e CrSes
increase (by about BO%) in the free frac-
tion of etodotac. Although i wvo Studes
have not been done to see if etodeiac
clearance is changed by cosdminestra-
tion of phenylbutazone, it 15 not recom-
mended that they be cosdmurstered.
Tost Intaractions: The
urine of patients who take etodolac can
grve a faise-positree reacton for urnaty
Deruten (1robeien) due to the presence of
metabotes ot etogolac. Dag-
neshic €1D-Stick methedology. wsed 1o
detect aetane bodws t unne, hars result -
o0 ia taise-positive hindings in some
pahents treated weth etodolac. Generally.
fhes phenomenon has Aot been associat -
e with other clinically sigrificant
events. No dose-relatieasip has Deen
sbyerved

Etooelac treatment 15 sssecrated
with 3 SmaR decrease w serwsn unc acd
fevels. n Cloecat tnais. mean decresses
of 1 10 2 my/ol were observed W TR -
K ecervng etodetac (500 mg 1o
1000 mg/day) afer 4 weeks of therapy
These levels then resained stable for up
to one year af theragy.

mest of Fertiity: No carnogenc effect
of etadolac was observed in muce of rats
recewing ora) dases of 15 mp/xg/day (45
to §9 mg/m2, respectrvely) of less for
perrds of 2 years o 18 months. respec-
tively. Etodolac was Aot mutagenic 1 in
yitro tests performed with S hpivmuri-
um and mouse hywphoma cetis 33 well
35 in an in vivo mouse micTonucieus
test. However, data from the in wiro hu-
man peripheral ymphocyte test showed
an increase in the aumber of gaps (3.0
1o 5.3% unstained regions in the chro-
matid without dislocation} smong the
etodolac-treated cultures (S0 to

compared te Ragative con-
trols (2.0%): no othes dittereace was
noted between the controis aad érug-
treated . Etodelac showed no mn-
pamment of ferbity m maie and Semale
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trvely. Etodoiac was not mutagenc i 0
WD tasts performed with S fyphemes-
L. ] lymphoma ceds 83 well
23 W 30 /8 WD MONSE MICTeBUCIeys
B Howewer, date om the m 0D hy-
3 periphersl ymphocyte test showed
0 morease M the asmber of gaps (3.0
10 5.3% unstamed reguons w the chro-
matid without drislocaten) smeng the
etodolac-treated cultures (S0 to
200 mcg/ml) cormpared to negative con-
trols (2.0%); no other difterence was
noted between the controls and drug-
treated groups. Etodolac showed no im-
pawment of fertility in maie and female
Tats up to oral doses of 16 mg/xg
194 mg/m?). Howeves, reduced implanta-
tion of festitized eggs occummed in the
8 mg/g group.

Prog.
BIACY Category C: In tesatology studies,
isolated occumences of aiterations in
limb development were found and in-
cluded polydactyly. oligodactyly, syn-
dxtyly. and wnossitied phaianges in
rats and ciegedactyly and sysesiasis of
Betatarsais 1a radbrts. These were
sbserved at dose levels (2 1o
14 mg/g/day) ciose te heman choical
Guses. However, the Wequency and the
Ousage o destribnum of Mhese g -
BES N Watidl of repesind Shuders dod ot
establish 2 clesr dreg & desevespanse
eiatioacg.
There v ne adequate & webi-con-

and on the human fetal cardsovascular
system with respect to clesare of the
ductus arteriosus, use durmg late preg-
nancy should be aveided.

Ltabor and Deivery: in rat siwtees with
etodolac, as with other drugs knews to
inhibit prostaglandin synthesis, a8 in-
creased incidence of dystocia, delayed
parturition, and decreased pup servewat
occued. The effects of etadolac on kabor
and delivery in pregnant wemen are
unknown.

Nursing Mothers: It is aot Laewn

aUrsing o 19 descontme the Grug takang
mmm—mdmm
o the mother.

Podiatric Use: Satety and eltecivness
in pedistric patients have not bees e5-
Cabiished.

izing their dosage. extra care shewid be
taken when increasing the dosa because
the eiderly seemn 1o tolerate NSAID side
eftects less well than younger patients. in
patients 65 years and older, no substan-
tial differences in the side-ettect protiie
of etodoiac were saen compared with the
general population (see CLINICAL PHAR -
MACOLOGY: Pharmacolunetics).
ADVERSE REACHIONS: Adverse-reaction
information for etodolac was derived
from 2,629 arthritic patients treated
with etodolac in double-blind snd epen-
labe! clinical trials of 4 to 320 weeks m
duration and woridwide postmarketing
surveillance studies.

in clinical trists, most adverse mac -
tions were mild 3nd transent, Fe dis-
continuation rate in contrelled clinecat
trials, because of adverse evests. was
up 1o 10% tor paleents beated with ets-
dolac.

New patent complamts fwth s in-
Caence greter than of equal 10 1%) are
lested betow by body system. Tie mci-
dences were determined from chancal tn-
ais mveiving 465 patients with osteo-
artiwitis Wrested with 300 to 500 mg of
eedeiac bid. (ie, 500 to 1000 mg pev

Bigestree system: Dyspepsia {10%)
hfommal paen™. darhes . Agbwieace®

“Drug-seisted potent compioaats accwr -
nag m 3 b % of patients teated with
bodnlac
Drug-retated patent complaiats sccwr-
nng in fewer than 3%, bt mere than
1%. are unemarked.
incidence Loss Thaa | %-Probadly
Rolated (Adverse reachons re-
ported only in woridwide mml
experience, not Seen in climcal triais. are
considered rarer and are itakcized )
Body a3 2 whole: Aliergc reaction. ana-
phylactoid reaction.
Cardiovascular system: Hypertension,
congestive heart failure. flushing, paipi-
tations, syncope, vasculitis fincluding
necrotizing and aliergic).
Digestive system: Thirst, dry mouth, ui-
centive stomatitis, anorexia, eructation,
elevated tiver enzymes, choestalic hap-
aitis, hepatitis. chelestatic awadice,
deodenitis, jaundice. hepatc fanare,

N2 irmrgtnn panceegtit.c




alitis. hepatius. cholestatic jaundice,
duvodenttis, jaundice, bepatic failure,
iy ecrous, peptic uicer with o with-
out bieeding and/or perforaton, intesti-
nal uiceration, pancrestitis.

@3, anemia, thrombocytoperua, bieeding
time increased, agranuiocytasis. hemoly-
tic anemia, leukopenia, neutropenia,

pancytopenia.

Metabolic angd metritionsi: Edema, se-
rum creatinine increase, Mperphremia
in previously contralled diabetic patrents.
Nervous Systent: Insomess. Somnoience.
Ruspiratory system; Asthana.

Skin and appendages: Angieedemi.
sweating, urticana. vesiculedulious
rash, cutaneous vascolfts with purpura.
Stevens-johnson syndrome. hyperpig-
Mentzton. rythems muitikyTe

Spacial senses: Phatophebna. transient
VSR drsturbances

Srageaital system: Eievated BUN, renal
fadore. renal msuttcrency. renal papil-
lovy necrosss.

Iacigence Less Than 1%—Causal Re-
lationship Unknown (Medical events
occurring under circumstances where
causal reiationship to etodolac is uncer-
tain. These reactions are listed 2s alert-
ing information for physicians}

Body a5 3 whola: Infection, headache.
Cardiovascular system: Arwthmias.
myocardsal infarction, cerebrovascular
aceudent.

Digustive system: Esophagitis with o
without stricture or cardiospasm, colitis.
Metabolic and nutritional: Change in
weight

Nervous system: Paresthesia, confusion.
Respiratory system: Bronchitis, dysp-
nea, pharyngitis, rinitis, sinusitis.

Skin and appendages: Alopecia. macy-
lopapular rash, photosensitivity, skin
peeling.

Spaciai senses: Conjunctivitis, deat-
ness, taste perversion.

Urogenital system: Cystitis. hematuna.
leukorrhea, renal caiculus. imterstitial
nephritis, uterine bleeding megulanties
OVERDOSASE: Symptoms foligwing acute
NSAID overdose are usually limited to
lethargy, drowsiness, navsea, vomiting.
and epigastric pain which are generally
reversible with supportive care. Gastro-
intesiina) bleeding can occur and coma
has occurred following massive ibupro-
fen or mefenamic-acid overdose. Hyper-
tension, scute renal failure, and respwa-
tory depression may occur bt sre rare.
Anaphyiactoid reactions have been re-
ported with therapeutic ingestion of
NSAIDs. and may occur fallewng over-
dose.

Patients should be managed by

SYMptomatic an8 supportrve care follow-
ing an NSAID overdose. These are no spe-
citic antidotes. Gut decontamination
may be indicated in patients seen within
4 hours of ingestion with symptoms or
following a large overdase (5 to 10 times
the ususl dose). Ths should be accom-
plished via emesis and/or activated
charcoal (60 to 100 g i adults, 1 to
2 g/kg in children) with an osmotic
cathartic. Forced diuresis, slkalinzstion
of the unne. hemodialysis, o hemopertu-
5300 would probably not be usetul due to
etodolac’s high protein binding.
DOSAGE AND ADMINISTRATION: As with
other NSAIDs. the lowest dose and long-
est dosang interval should be sought for
each patient. Therefore, ater observing
the response to nitial therapy with eto-
dolac, the dose and frequency should be
adjusted to sut an ndividual patient's
needs.

Dosage adjwstment of etogorac s
peneraity ot requred ; patients with
miig te moderate renal imparment
Etodoiac shewid be used wth cawtion w
such patwents. because. a3 wiih other
MSAIDs. it may twiines decrease renat
function n spme patests with mpared
renal function. (See PRECAUTIONS.
General Precautns: Araa £fects.
Amsigusia: The recommended total $ady
dese of ctadelac far scute pow 13 up to
1000 mg. prwen as 200 to 400 mg every
6% 8 howrs. In seme pahents i the pc-
tentsal bemefts sutwegh the rrsks: the
dase may be mcreased %o 1200 mg/day
| order 1o schweve 2 therapeutic henefrt
That Seght not ave been aCheved with
1000 mg/day. Doses of etodotac greater
than 1000 mg/day have not been ade-
Quately evaitated m well-Controlied ci-
1cal tnals.

Osteoarthritis: The recommended start-
g dose of etodolac for the management
of the signs and symptoms of osteo-
arthsitis is 300 mg b.i.d., Lid., or
400 mg b.id., or 500 mg b.i.d. During
iong-term administration. the dose of
etodefac may be adjusted up or down
depending on the clinical response of the
patient. A lower dose of 600 mg/day may
suffice for long-term administration. In
patients who tolerate 1000 mg/day, the
dose may be increased to 1200 mg/day
when a higher evet of therapeutic activi-
ty 15 required. When treating patients
with higher doses, the piwsician should
observe sufticient increased clinical
benetit to justity the gher dose. Phy-
sicians should be aware that doses
above 1000 mg/day have not been ade-




MYLAN PHARMACEUTICALS INC

ETODOLAC CAPSULES
200 MG AND 300 MG

ANDA 74-932
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Each capsule contains:

Etodolac . . . ... 300 mg
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D NDC 0378-7233-05

MYLAN®

ETODOLAC
CAPSULES
300 mg

500 CAPSULES

CAUTION: Federal law prohibits
dispensing without prescription.
Dispense in a tight, light-resistant
ulxsmp;iner as defined in the USP
using a child-resistant closure.
Keep container tightly closed.

Keep this and all medication out of the
reach of children.

STORE AY CONTROLLED

ROOM TEMPERATURE
15°-30°C (59°-86°F).
PROTECT FROM MOISTURE.
Usual Dosage: See accompanying

Mylan Pharmaceuticals Inc.

Morgantown, WV 26505

D NDC 0378-7233-05

MYLAN®

ETODOLAC

CAPSULES
300 mg

500 CAPSULES

CAUTION: Federal law prohibits
dispensing without prescription.
Dispense in a tight, light-resistant
container as defined in the USP
using a child-resistant closure.
Keep container tightly closed.

Keep this and all medication out of the
reach of children.

STORE AT CONTROLLED
ROOM TEMPERATURE
15°-30°C {59°-86°F).
PROTECT FROM MOISTURE.

Dosage: Se¢ accompanying
information. - = -

Myilan Pharmaceuticals inc.
Morgantown, WV 26505

D NDC 0378-7233-05

MYLAN®

ETODOLAC

CAPSULES
300 mg . -

500 CAPSULES

CAUTION: Federal law prohibits
dispensing without prescription.

Dispense in a tight, light-resistant
container as defined in the USP
using a chitd-resistant closure.

Keep container tightly closed.

Keep this and all medication out of the
reach of children.

STORE AT CONTROLLED
ROOM TEMPERATURE
15°-30°C {59°-86°F).

PROTECT FROM MOISTURE.

Usual Dosage: See accompanying
information.

Mylan Pharmaceuticals Inc.
Morgantewn, WV 26505

RM72338

RM72338

RM72338




MYLAN PHARMACEUTICALS INC
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MYLAN®

ETODOLAC

CAPSULES
300 mg

100 CAPSULES
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MYLANS

ETODOLAC

CAPSULES
300 mg

100 CAPSULES

RM7233A

NDC 0378-7233-01

MYLAN®

ETODOLAC

CAPSULES
300 mg

100CAPSULES

CAUTION: Federsl law prohibits
GiSPaNsINg WIthowt prescription

Duspensa in a tight,
light-rasistant

8 dehned in the USP
1 g e et cosurs.
i Wiapbowtainer toily ciosed.
Naep this and il medication
oul of the reach of children,
STORE AT CONTROLLED
200N TEMPERATURE
15°-20°C (89°88°F).
PROTECT FROM BSTURE.
Soun) Busage: S00 accompanying
HOrmateon.
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MYLAN®

ETODOLAC

CAPSULES
300 mg

100 CAPSULES

Vsaal Deasge:
information.
Wyiss Phormacesticals lac.
[ WV 20806




MYLAN PHARMACEUTICALS INC

ETODOLAC CAPSULES
200 MG AND 300 MG

ANDA 74-932
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER 74932

CHEMISTRY REVIEW(S)




1. CHEMISTRY REVIEW NO. 2
2. ANDA # 74-932

3. NAME AND ADDRESS OF APPLICANT
Mylan Pharmaceuticals Inc
Attention: Frank R. Sisto
781 Chestnut Ridge Road
P.O. Box 4310
Morgantown, WV 26504-4310

4. LEGAL BASIS FOR SUBMISSION
Based on Lodine® (Wyeth-Ayerst). Patent 4,076,831 will expire on
2/28/97.

5. SUPPLEMENT (s) N/A 6. PROPRIETARY NAME N/A

7. NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE(s) FOR:
Etodolac Capsules N/A

AMENDMENTS AND OTHER DATES:
FDA: 1/24/97 NA letter faxed to firm.

Firm: 7/31/96 Orig. ANDA submitted.

10/17/96 Amendment (Bio)

2/19/97 Response to NA letter dated 1/24/97 (This review).
2/26/97 Tel.amendment

3/3/97 Amendment (labeling)

3/6/97 Tel.amendment

3/13/97 New corr.

4/16/97 New corr.

10. PHARMACOLOGICAL CATEGORY 11. RX or OTC
Anti-inflammatory Rx

12. RELATED IND/NDA/DMF(s)

13. DOSAGE FORM 14. POTENCY
Capsules 200, 300 mg

16. RECORDS AND REPORTS N/A

18. CONCLUSIONS AND RECOMMENDATIONS
Approval

19. REVIEWER: DATE COMPLETED:
J.Fan 2/27/97

cc: ANDA 74-932 5/6/97 (Revised)
DUP Jacket

Division File

Endorsements:

HFD-623/J.Fan - 5%6/2]7 o QK]ﬂ?
HFD-623/V.Sayeed, Ph.D. .

x:\new\firmsam\mylan\ltrs&rev\74932né:d




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER 074932

BIOEQUIVALENCE REVIEW(S)




D

OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA/AADA # 7 ~ 432 SPONSOR: Al7/dn jhacomece s
DRUG: Efo 5/&‘/4 C

DOSAGE FORM: () p s, L,

STREN'GTJ—:L.(S). 200 w% /wy/ Fo2 0;7\_‘

TYPE OF STUDY: Sindie/Mulsipts Fasting/Fed

STUDY SITE: '

-

STUDY SUMMARY: Tl /,'/,n/j Q“ Vive é,‘bl_glu.'yq/cnc.-; j/__z,(‘gy
W(l’%%';"?_ liv,’ %L’ﬁ/@ﬁﬂj’ Condb Soons Ar K legplstle
‘72‘ 7(0 / CJ /”/ Z/” /}’ué Zz— /’// ZM ﬁu</qu‘ Cﬁ({»&(’ ey oA 4(,/,’//1,6 /
ﬂ(f?%ﬂzé/c /‘a% 4 o - /ZY/M ‘g /,%/”7 Copg LS5 nS . Tlr f5 7154
4

7es7 ynann L S }’;7’4/(,,7,«, Pgn @id coilbi? Faer alegmtl
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PRIMARY REVIEWER. BRANCE: 75—
 INTTIAL: DATE: [2/2 /7,
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INITIAL: DATE: Q/é«//q £
Achsy DIRECTOR
DIVISION OF BIOEQUIVALENCE
INITIAL: DATE: 1227/ g
" DIRECTOR
OFF:iCE OF GENERIC DRUGS
INTTTAL:

DAT=:




ANDA 74-932

Mylan Pharmaceuticals Inc.

Attention: Frank R. Sisto JAN = B SIT
781 Chestnut Ridge Road

P.0. BOX 4310

Morgantown WV 26504-4310

Dear Sir:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for Etodolac Capsules 200 mg and 300 mg.

1. The Division of Bioequivalence has completed its review and has no further questions at
this time.
2. The following interim dissolution testing will need to be incorporated into your stability

and quality control programs:

The dissolution testing should be conducted in 1000 mL of phosphate buffer pH 7.5
(without enzyme) at 37°C using USP 23 apparatus 1 (Basket) at 100 rpm. The test
product should meet the following specifications:

Not less thar (Q) of the labeled amount of the drug in the dosage form is
dissolved in 20 minutes.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon
consideration of the chemistry, manufacturing and controls, microbiology, labeling or other
scientific or regulatory issues. A revised determination may require additional information and/or
studies, or may conclude that the proposed formulation is not approvable.

Sincerely yours,

N
B Rabindra Patnaik, Ph.D.
Acting Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research




DEC 27 1o S WV

Etodolac Capsules Mylan Pharmaceutical Inc.
200 and 300 mg Morgantown, WV

ANDA #74-932 Submission date:
Reviewer: Moheb H. Makary July 31, 1996

WP 74932SDW.796 October 17, 1996

Review of Biocequivalence Studies, Dissolution Data
and Waiver Request

I. Objective:

The firm has submitted two biocequivalence studies under fasting
and nonfasting conditions on its 300 mg Etodolac Capsules and
dissolution data to compare the test product relative to LodineR
300 mg Capsules for review. The firm has also requested waiver of
in vivo biocequivalence study requirements for its 200 mg
strength. To support the request, the firm has submitted
comparative dissolution profiles on its Etodolac 200 mg Capsules
versus Lodine? 200 mg Capsules. The formulations for the drug
products Etodolac 300 mg and 200 mg capsules were also submitted.

On October 17, 1995 Mylan submitted an amendment to its
biostudies to clarify its decision to measure each of the R- and
S-Etodolac enantiomers instead of measuring total Etodolac in the
biocequivalence study biosamples. The firm also explained the
basis of using a racemic mixture for preparation of the standard
curves for R- and S-Etodolac.

II. Background

Etodolac is a nonsteroidal anti-inflammatory drug (NSAID) with
anti-inflammatory, analgesic and antipyretic activities. The
drug is a racemic mixture of R- and S-etodolac, the S-form being
biologically active. Both enantiomers are stable and there is no
R-to-S conversion in-vivo. Etodolac is more than 99% bound to
plasma proteins. The free fraction is less than 1% and is
independent of etodolac total concentration. When administered
orally, etodolac exhibits characteristics which are well
described by a two-compartment model with first-order absorption.
The systemic availability of etodolac is at least 80% and the
drug does not undergo significant first-pass metabolism. Mean
(t1 SD) peak plasma concentrations range from approximately 14 :4
to 37 +9 ug/ml after 200 to 600 mg single doses and are reached
in 80 :30 minutes. Terminal half-life is 7 :4.0 hours.
Intersubject variability of etodolac plasma levels, achieved
after recommended doses, is substantial.

The extent of absorption of etodolac is not affected when

1




etodolac is administered after a meal or with an antacid. Food
intake, however, reduces the peak concentration by approximately
one half and increases the time to peak concentration by 1.4 to
3.8 hours.

The recommended dose of etodolac for acute pain is 200 to 400 mg
every 6 to 8 hours, as needed, not to exceed a total daily dose
of 1200 mg. Lodine! (Wyeth-Ayerst) is the innovator product and
marketed strengths include 200 and 300 mg capsules and 400 mg
tablets.

ITI. P 1l ETDL-9568 For Si D F i Biocequivalen
Mvlan's Etodolac 300 mg Capsules
Study site:
Analytical site: Mylan Pharmaceuticals Pharmacokinetics
Laboratory
Morgantown, WV
Investigators:
Study date: Period I January 20-22, 1996
Period II February 3-5, 1996
Sample analysis: Sample analysis began on May 8, 1996
and was completed on May 30, 1996.
Study design: A single-dose, randomized, two-treatment,
two-period, two-sequence crossover design.
Subjects: Thirty-nine (39) healthy male subjects

entered the study. All thirty-nine subjects
completed the study.

Selection criteria: Subjects selected for the study met the
= following acceptance criteria:

1. Ages 18 - 50 years, + 10% of the ideal
weight for his height as defined by
Metropolitan Life Insurance Company
Statistical Bulletin 1983.

2. Healthy, as determined by physical
examination, medical history and
clinical laboratory diagnostic tests
{(blood chemistry, hematology,
urinalysis).

2




Restrictions:

Dose and treatment:

Reference‘Product:

Test Product:

Washout period:

'Food and fluid
intake:

Blood samples:

3. No concurrent illness, acute or chronic
diseases or history of serious
cardiovascular, pulmonary, endocrine,
immunologic, dermatologic, renal, G.I.,
hepatic, hematologic, neurologic, or
psychiatric disease.

4. No history of alcohol or drug abuse
within the past year.
5. No history of hypersensitivity to

etodolac or other nonsteroidal anti-
inflammatory drugs.

1. No ingestion of any alcohol, caffeine or
- xanthine-containing food or beverage
within the 48 hours prior to initial
dose of study medication.

2. Ingestion of any vitamins within the 48
hours prior to initial dose of study
medication.

3. No Rx or OTC drugs beginning 14 days
prior to the study.

All subjects completed an overnight fast (at
least ten hours) before any of the following
drug treatments:

a) 1x300 mg Lodine® Capsule (Ayerst
Laboratories), lot #3950568, Exp. 3/98,
potency 98.9%, content uniformity
102.3(%Cv=0.9).

b) 1x300 mg Etodolac (Mylan), lot #2BOO6N,
batch size capsules, Exp. N/A,
potency 97.7% , content uniformity

98.4 (%CV=0.7).

Two weeks

1x300 mg Etodolac Capsule of either test or
reference product was administered with 240
mL of water following a 10 hour fast.
Subjects continued fasting for five hours
post-dose. Water intake was not permitted
from 2 hours before and until 2 hours after
the dose.

Blood samples were collected at: 0 (prior to
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dosing), 0.25, 0.5, 0.75, 1, 1.25, 1.5,
1.75, 2, 2.5, 3, 4, 5, 6, 8, 10, 12, 18, 24,
30, 36 and 48 hours after dosing. Plasma was
extracted and stored in labeled tubes at -
20°C pending assay.




Statistical Methods

AUCL, AUCinf, Cpeak, Tpeak, Ke and Tl/2 were calculated from the
individual concentration versus time data for S~ and R-etodolac.
An analysis of variance (ANOVA) was applied to log-transformed
and non-transformed biocequivalence parameters to determine any
statistically significant (p<0.05) differences between the drug
formulations. The 20% confidence intervals were calculated for

5




each bioequivalence parameter.

IV. In Vivo Results:

The study was conducted at

- during the period of January 20 and February 5, 1996.
Thirty-nine male subjects were enrolled and completed the study.
All subjects tolerated the study well and no adverse experiences
were reported.

The plasma concentrations for S-, R-etodolac and total etodolac
are summarized in Table I, II and III. Total etodolac
pharmacokinetic parameters were calculated from the summation of
plasma concentrations of S-etodolac and R-etodolac.

Iable T
Mean S-E 1 Pl ion Pharm kineti
Parameters Following an Oral Dose of 1x300 mg Etodolac
1 , ar
(N=39)
Time Mylan Ayerst —
hr Test Product Reference Product
Lot #2BOO6N ) Lot #3950568 ‘
ug/mL (CV%) ug/mL (CV$%)

0 0.00 0.00 -
0.25 0.60 (148 ) 0.49 (129 )
0.50 2.55 ( 84.3) 2.43 ( 65.2)
0.75 2.86 ( 68.4) 2.54 ( 61.4)
1.00 2.26 ( 53.2) 2.27 ( 59.2)
1.25 1.86 ( 50.3) 2.12 ( 54.2)
1.50 1.67 ( 56.6) 1.97 ( 52.8)
1.75 1.53 ( 59.1) 1.76 ( 58.3)
2.00 : 1.26 { 49.7) 1.68 ( 59.5)
2.50 0.97 ( 54.7) 1.06 ( 52.2)
3 o 0.98 ( 96.2) 0.80 ( 59.7)
4 0.47 ( 81.2) 0.39 ( 44.1)
5 0.27 ( 56.0) 0.24 ( 37.6)
6 0.15 ( 34.4) 0.14 ( 33.2)
8 . 0.06 ( 70.9) 0.06 ( 70.2)
10 0.03 (136 ) 0.02 (139 )
12 0.01 (265 ) 0.001(624 )
18 : 0 0

24 0 0

30 0 0




36 0 0
48 0 0
Pharmacokinetic Parameters

Test Reference % Difference 90% CI

log-transf

AUCL 6.1(23) 6.1(25) 0.0% 96-104
(ug.hr/mL)
AUCinf 6.3(23) 6.3(25) 0.0% 96-104
(ug.hr/mL)
Cpeak 4.0(47) 4.0(30) 0.0% 83-105
(ug/mL)
Tpeak (hr) 1.33 1.22
Kel(l/hr) 0.414 0.414
t1l/2 (hr) 2.1 1.9

l. For Mylan's S~Etodolac, the mean AUCL, AUCinf and Cpeak values
are the same as those for the reference product values. The 90%
confidence intervals are within the acceptable range of 80-125%
for log-transformed AUCL, AUCinf and Cpeak.

2. The S-Etodolac plasma levels peaked at 0.75 hour for both the
test and reference products following their administration under
fasting conditions.

le 11T
R-E Plasm ntrati Ph a ineti
P F win ral D £ 00 mg Etodol
C 1 nder i ondition
(N=39)
_ Time : Mylan Ayerst
. hx Test Product Reference Product
o : - Lot #2BOO6N Lot #3950568
ug/mL (CV$%) ug/mL (CV%)
0 0.00 0.00
0.25 1.14 (16l ) 0.98 (139 )
0.50 7.96 ( 83.8) 7.86 ( 67.2)
0.75 12.10 ( 61.4) 11.70 ( 57.5)
1.00 12.80 ( 46.5) 12.60 ( 50.3)
1.25 12.50 ( 40.0) 13.30 ( 42.4)
1.50 12.50 ( 38.8) 13.70 ( 38.6)
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1.75 ‘ 12.10 ( 39.9) 13.80 ( 37.6)
2.00 11.60 ( 40.9) 13.60 ( 31.5)
2.50 10.80 ( 34.1) 12.20 ( 28.5)
3 10.80 ( 33.1) 11.10 ( 26.3)
4 8.80 ( 37.7) 8.61 ( 22.8)
5 7.57 ( 35.1) 7.21 ( 22.7)
6 5.09 ( 29.3) 5.01 ( 22.8)
8 3.08 ( 31.4) 3.10 ( 28.7)
10 2.54 ( 33.8) 2.47 ( 33.8)
12 1.99 ( 40.8) 1.90 ( 37.2)
i8 0.20 ( 57.4) 0.93 ( 57.0)
24 0.61 ( 73.1) 0.60 ( 72.0)
30 0.26 (147 ) 0.28 (126 )
36 0.12 (210 ) 0.09 (227 )
48 0.02 (440 ) 0.01 (624 )
rm kinetic P m
Test - Reference % Djifference 90% CI
log-transf
AUCL 89.5(32) 90.0(29) -0.6% 95-103
(ug.hr/mL)
AUCinf 95.6(31) 96.5(30) -0.9% 95-103
(ug.hr/mL)
Cpeak 18.1(27) 18.4(25) -1.6% 92-104
(ug/mL)
Tpeak (hr) 1.74 1.56
Kel(1l/hr) 0.10 0.10
t1/2 (hr) 8.32 8.83

1. For Mylan's R-Etodolac, the mean AUCL, AUCinf and Cpeak values
are 0.6%, 0.9% and 1.6% lower, respectively, than those for the
reference product values. The differences are not statistically
significant. The 90% confidence intervals are within the
acceptable range of 80-125% for log-transformed AUCL, AUCinf and
Cpeak.

2. The R-Etodolac plasma levels peaked at 1 and 1.75 hours for
the test and reference products, respectively, following their
administration under fasting conditions.




Tabl II

Mean Total Etodolac Plasma Concentrations and Pharmacokinetic

Parameters Foliowing an Oral Dose of 1x300 mg Ftodolac
Capsule Under Fasting Conditions

(N=39)

Time Mylan Ayerst
hr Test Product Reference Pr

Lot #2BOO6N Lot #3950568

ug/mL (CV%) ug/mL (CV$%)
0 0.00 0.00
0.25 1.74 (156 ) 1.47 (135 )
0.50 10.50 ( 83.4) 10.30 ( 66.4)
0.75 14.90 ( 61.7) 14.20 ( 57.6)
1.00 15.00 ( 46.6) 14.80 ( 50.5)
1.25 - 14.40 ( 40.3) 15.40 ( 42.7)
1.50 14.20 ( 39.9) 15.70 ( 38.8)
1.75 13.70 ( 40.7) 15.50 ( 38.3)
2.00 12.90 ( 40.9) 15.30 ( 32.5)
2.50 11.80 ( 34.4) 13.30 ( 29.1)
3 11.80 ( 36.6) 11.90 ( 27.4)
4 9.27 ( 38.9) 9.00 ( 22.7)
5 7.85 ( 35.1) ) 7.49 ( 22.4)
6 5.24 ( 28.9) 5.15 ( 22.5)
8 3.14 ( 31.3) 3.16 ( 28.9)
10 2.57 ( 33.8) 2.49 ( 33.9)
12 2.00 ( 41.0) 1.90 ( 37.2)
18 0.10 ( 57.4) 0.93 ( 57.0)
24 0.61 ( 73.1) 0.60 ( 72.0)
30 0.26 (147 ) 0.28 (126 )
36 0.12 (210 ) 0.09 (227 )
48 0.02 (440 ) 0.01 (624 )

ki ic Pa ter
Iest Reference 2 Difference 90% CI
log-transf

AUCL 95.7(31) 96.2(28) -0.5% 95-103
(ug.hr/mL)
AUCinf 101.0(30) 103.0(29) -1.9% 95-103
(ug.hr/mL)
Cpeak 21.7(30) 21.9(25) -0.9% 81-104
(ug/mL)
Tpeak (hr) 1.71 1.42




Kel (1/hr) 0.10 0.10
tl/2 (hr) 8.44 8.82

1. For Mylan Total-Etodolac, the mean AUCL, AUCinf and Cpeak
values are 0.5%, 1.9% and 0.9% lower, respectively, than those
for the reference product values. The differences are not
statistically significant. The 90% confidence intervals are
within the acceptable range of 80-125% for log-transformed AUCL,
AUCinf and Cpeak.

2. The Total-Etodolac plasma levels peaked at 1 and 1.5 hours for
the test and reference products, respectively, following their
administration under fasting conditions.

V. Study $ETDL-9591 For Single Dose post-prandial

Objective: The objective of the study is to compare the relative
bioavailability of Etodolac 300 mg Capsules (Mylan) with that of
Lodine® 300 mg Capsules (Wyeth-Ayerst Laboratories) in healthy
male volunteers under-nonfasting conditions, and to compare the
difference in plasma levels after dosing with the test product
when dosed with and without food.

Study site:
Analytical site: Mylan Pharmaceuticals Pharmacokinetics
Laboratory
Morgantown, WV
Investigators:
Study date: Period I March 14-16, 1996
Period II March 21-23, 1996
Period III March 28-30, 1996
:éample analysis: Sample analysis began on May 28, 1996
o and was completed on June 13, 1996.
Study design: A single-dose, randomized, three-treatment,
three-period, six-sequence crossover design.
Subjects: Nineteen (19) healthy male subjects entered

and completed the study.

Selection criteria: Same as Study #ETDL-9568 above.
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Washout period: One week

Dose and treatment: Treatment A:
1x300 mg Lodine® Capsule (Wyeth-Ayerst
Laboratories), lot #3950568, administered
following a standard meal preceded by an
overnight fast.
Treatment B:
1x300 mg Etodolac Capsule (Mylan), lot
#2B006N administered following a standard
meal preceded by an overnight fast.
Treatment C:
1x300 mg Etodolac Capsule (Mylan), lot
#2B006N administered after an overnight fast.

Food and fluid

intake: Subjects were required to fast overnight for
10 hours prior to dosing in each treatment
phase. Subjects on regimen C ingested the
capsule with 240 mL of water. Subjects on
regimen A and B ingested the capsule with 240
mL of water within 30 minutes after a
standardized high-fat breakfast (1 fried eggq,
1 serving of hashed browned potatoes, 1 slice
Canadian bacon, 1 buttered English muffin, 1
slice American cheese, 8 ounces of whole milk
and 6 ounces of orange juice). Water was not
permitted from 2 hours before and until 2
hours after the dose, but was allowed at all
other times. Subjects received a standard
meal 5 hours post-dose followed by an evening
meal 10 hours after dosing and snacks at
appropriate times thereafter.

Blood samples: " Ten milliliters of venous blood were
collected at: 0 (prior to dosing), 0.5, 1,
1.5, 2, 2.5, 3, 3.5, 4, 4.5, 5, 6, 8, 10, 12,
18, 24, 30, 36 and 48 hours after dosing. The
plasma was extracted and stored in labeled
tubes at -20°C pending assay.

Assav Methodology Same as Study #ETDL-9568 above.
Statistical Methods Same as Study #ETDL-9568 above.
| VI. In Vivo Results:

The study was conducted at

during the period of March 14 to March
30, 1996. Nineteen healthy male subjects enrolled and completed
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the study. There were two adverse events reported (subjects #16
and #19) as possibly drug related. These adverse events were as
mild headaches. There were no seriocus or life threating events
reported for this study. Both products appear to be equally well
tolerated. :

The plasma concentrations for S-, R-etodolac and total etodolac
are summarized in Table IV, V and VI. Total etodolac
pharmacokinetic parameters were calculated from the summed plasma
concentrations of S-etodolac and R-etodolac.

Table IV
Mean S-Etodolac Plasma Concentrations and Pharmacokinetic
Parameters Following an Oral Dose of 1x300 mg Etodolac
(N=19)
A B C
Time Ayerst Mylan Mylan
hr Test Product Test Product Test Product
Lot #3950568 Lot #2BOO6N Lot #2BOO6N
Nonfasting Nonfasting Fasting
ug/mL (CV$%) ug/mL (CV%) ug/mL (CV%)
0 0.00 0.00 i 0.00
0.5 0.22 (136 ) 0.26 (204 ) 2.12 (79.7)
1 0.66 (136 ) 0.49 (106 ) 2.24 (64.4)
1.50 0.89 ( 64.5) 0.83 ( 73.1) 1.94 (79.6)
2 1.02 ( 42.7) 0.98 ( 55.6) 1.17 (62.9)
2.5 0.91 ( 42.2) 0.90 ( 51.3) 0.82 (62.0)
3 0.86 ( 49.3) 0.86 ( 51.7) 0.60 (59.3)
3.5 0.80 ( 41.9) 0.86 ( 52.7) 0.42 (52.8)
4 0.76 ( 46.0) 0.86 ( 79.8) 0.30 (45.0)
4.5 0.65 ( 55.0) 0.67 ( 54.1) 0.24 (47.8)
5 0.53 ( 54.3) 0.51 ( 69.2) 0.20 (46.6)
6 0.22 ( 43.5) - 0.22 ( 50.4) 0.11 (47.0)
8 0.09 ( 61.9) 0.10 ( 77.4) 0.04 (129
10 0.05 ( 85.3) 0.06 (116 ) 0.01 (302 )
12 0.01 (300 ) 0.01 (240 ) 0.00
18 0.00 0.00 0.00
24 0.00 0.00 0.00
30 0.00 0.00 0.00
36 0.00 0.00 0.00
48 0.00 0.00 0.00
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Ph kinetic Par ers for S-E

A B C B/A
Reference Test Test
Nonfasting Nonfasting Fasting
AUCL 4.3(29) 4.3(35) 5.3(38) 1.00
(ug.hr/mL)
AUCinf 4.5(28) 4.5(35) 5.5(37) 1.01
(ug.hr/mL)
Cpeak 1.4(43) 1.5(46) 3.5(45) 1.03
(ug/mL)
Tpeak (hr) 2.42 2.34 0.92
Kel (1/hr) 0.50 0.50 0.50
tl/2 (hr) 1.67 1.9 1.6

1. For Mylan's S-Etodolac, the mean AUCL, AUCinf and Cpeak values
are 0.23%, 0.66% and 2.8% higher, respectively, than those for
the reference product values under nonfasting conditions. The
ratios of the test mean to the reference mean are within the
acceptable range of 0.8-1.2 for AUCL, AUCinf and Cpeak.

2. The S-Etodolac plasma levels peaked at 2 hours for both the
test and reference products following their administration under
nonfasting conditions. '

Table V
M R-Etodol Plasma ncen ions Pharm kineti
Par Followin n or D f 1x300 mg E 1
le Under Fastin Non i nditi
(N=19)
A B C
Time Ayerst Mylan Mylan
hr Iest Product Test Product Test Product
Lot #3950568 Lot #2BOO6N Lot #2BOO6N
Nonfasting Nonfasting Fasting
ug/mL (CV%) ug/mL (CV$%) ug/mL (CV%)
0 0.00 0.00 0.00
0.5 0.71 (145 ) 0.72 (219 ) 7.05 (78.5)
1 2.63 (120 ) 2.19 (121 ) 12.90 (50.0)
1.50 4.59 ( 75.5) 4.30 ( 76.6) 13.50 (30.5)
2 6.54 { 41.9) 6.07 ( 45.7) 11.90 (35.6)
2.5 7.40 ( 30.6) 7.10 ( 32.1) 10.40 (34.9)
3 7.88 ( 29.4) 7.56 ( 34.5) 9.38 (33.6)
3.5 8.23 ( 25.7) 8.14 ( 30.2) 8.40 (34.4)
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4 8.59 ( 28.7) 8.88 ( 32.1) 7.44 (33.6)
4.5 8.80 ( 30.8) 8.86 ( 25.0) 6.78 (30.3)
5 8.51 ( 26.2) 8.35 ( 27.8) 6.48 (32.6)
6 6.07 ( 32.8) 5.77 ( 30.3) 4.34 (34.2)
8 3.42 ( 33.4) 3.42 ( 31.9) 2.75 (33.1)
10 2.66 ( 36.4) 2.60 ( 36.1) 2.26 (36.4)
12 1.98 ( 38.9) 2.02 ( 40.4) 1.68 (36.8)
18 1.03 ( 42.7) 0.96 ( 42.1) 0.85 (49.6)
24 0.57 ( 75.6) 0.54 ( 76.0) 0.49 (94.2)
30 0.22 (145 ) 0.26 (118 ) 0.21 (141 )
36 0.04 (436 ) 0.03 (436 ) 0.04 (436 )
48 0.00 ’ 0.00 0.00

kinetic Par -

A B C B/A

Reference Test Iest

Nonfasting Nonfasting Fasting
AUCL 72.8(30) 71.1(27) 79.9(32) 0.98
(ug.hr/mL)
AUCinf 78.3(30) 77.1(27) 86.4(32) 0.98
(ug.hr/mL)
Cpeak 10.2(23) 10.1(24) 16.3(23) 0.99
(ug/mL)
Tpeak(hr) 3.63 3.21 1.26
Kel(l/hr) 0.10 0.10 0.10
tl/2 (hr) 7.16 8.01 8.1

l. For Mylan's R-Etodolac, the mean AUCL, AUCinf and Cpeak values
are 2.3%, 1.53% and 1.0% lower, respectively, than those for the
reference product values under nonfasting conditions. The ratios
of the test mean to the reference mean are within the acceptable
range of 0.8-1.2 for AUCL, AUCinf and Cpeak.

2. The R-Etodolac plasma levels peaked at 4 and 4.5 hours for
'the test and reference products, respectively, following their
. administration under nonfasting conditions.
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Mean Total-Ftodolac Plasma Concentrations and Pharmacokinetic
Parameters Following an Oral Dose of 1x300 mg Etodolac
a le Under Fastin nd Non in nditi
(N=19)
A B C
Time Ayerst Mylan Mylan
hr Iest Product Iest Product Iest Product
Lot #3950568 Lot #2B0O0O6N Lot #2BOO6N
Nonfasting Nonfasting Fasting
ug/mL (CV$%) .ug/mL (CV%) ug/mL (CV%)
0.00 0.00 0.00
5 0.93 (142 ) 0.98 (214 ) 9.17 (78.2)
3.28 (122 ) 2.68 (118 ) 15.20 (49.9)
.50 5.48 ( 73.0) 5.14 ( 74.6) 15.40 (33.5)
7.56 ( 40.9) 7.05 ( 45.2) 13.00 (37.2)
.5 8.31 ( 30.7) 8.00 ( 32.2) 11.20 (35.9)
8.74 ( 30.3) 8.43 ( 35.7) 9.98 (34.5)
.5 9.02 ( 26.4) 9.00 ( 30.7) 8.82 (34.6)
9.34 ( 29.5) 9.74 ( 35.0) 7.74 (33.4)
.5 9.45 ( 31.8) 9.53 ( 26.1) 7.02 (30.3)
9.05 ( 26.4) 8.86 ( 2%9.4) 6.69 (32.5)
6.29 ( 32.3) 5.99 ( 30.6) 4.45 (34.1)
3.51 ( 33.3) 3.52 ( 32.6) 2.78 (33.6)
10 2.71 ( 36.4) _ 2.66 ( 36.9) 2.26 (36.2)
12 1.98 ( 39.1) 2.03 ( 40.9) 1.68 (36.8)
18 1.03 ( 42.7) 0.96 ( 42.1) 0.85 (49.6)
24 0.57 ( 75.6) 0.54 ( 76.0) 0.49 (94.2)
30 0.22 (145 ) 0.26 (118 ) 0.21 (141
36 0.04 (436 ) 0.03 (436 ) 0.04 (436 )
48 0.00 0.00 0.00
i ic Par r » 1
A B (o B/A
Reference Iest Iest
Nonfasting Nonfasting Fasting
AUCL 77.2(29) 75.5(26) 85.2(31) 0.98
(ug.hr/mL)
AUCinf 82.7(29) 81.5(26) 91.7(32) 0.99
(ug.hr/mL)
Cpeak 11.3(23) 11.4(26) 19.3(25) 1.00
(ug/mL)
Tpeak (hr) 3.50 3.05 1.24
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Kel(l/hr) 0.10 0.10 0.10
t1/2 (hr) 7.15 7.98 8.0

1. For Mylan Total-Etodolac, the mean AUCL, AUCinf and Cpeak
values are 2.3%, 1.53% and 1.0% lower and higher, respectively,
than those for the reference product values under nonfasting
conditions. The ratios of the test mean to the reference mean are
within the acceptable range of 0.8-1.2 for AUCL, AUCinf and
Cpeak.

2. The Etodolac plasma levels peaked at 4 and 4.5 hours for the
test and reference products, respectively, following their
administration under nonfasting conditions.

3. The mean Cpeak of the test product was reduced by 41%, when
dosed under nonfasting conditions compared to fasting conditions.
This reduction in Cpeak value is in agreement with the reference
product's labeling which indicated that food intake, reduces the
peak concentration reached by approximately one half, and
increases the time-to-peak concentration by 1.4 to 3.8 hours.

VII. Formulations:

Mylan's comparative formulations for its Etodolac 200 mg and 300
mg capsules are shown in Table VII.

VIII. Dissolution:

Method: USP 23 apparatus I (basket) at 100 rpm
Medium: 1000 mL of pH 7.5 phosphate buffer, 0.05 M
Number of Capsules: 12

Test products: Mylan's Etodolac

200 mg Capsules, lot #2BOO5SN

300 mg Capsules, lot #2B006N
Reference products: Ayerst's Lodine

200 mg Capsules, lot #3950567

300 mg Capsules, lot #3950568

Specifications: NLT in 20 minutes.

Dissolution testing results are shown in Table VIII.
IX. Comments :

1. The firm indicated that etodolac is presently commercially
available only in the racemic form. The (S) enantiomer is
biologically active but it accounts for 5-10% of the parent drug
in plasma. For this reason, a stereospecific assay was employed
in this assessment of biocequivalence, with quantitation of both
the R and S isomers of etodolac. However, by the time the firm
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was advised by the DBE to measure total etodolac, the biosamples
had already been analyzed.

2. The firm's in vivo bioequivalence studies under fasting and
nonfasting conditions are acceptable. The test product is similar
in both rate and extent of absorption to the reference product.
The 90% confidence intervals for LnAUCL, LnAUCinf and LnCpeak are
within the acceptable range of 80-125% under fasting conditions
for S-Etodolac, R-Etodolac and Total-Etodolac. The ratios of the
test mean to the reference mean were within the acceptable range
of 0.8-1.2 for AUCL, AUCinf and Cpeak under nonfasting
conditions.

3. The in vitro dissolution testing submitted by the firm on its
Etodolac 200 mg and 300 mg Capsules is acceptable.

4, The formulation for Etodolac 200 mg capsules is proportionally
similar to the 300 mg strength of the test product.

X. Recommendations:

1. The biocequivalence studies conducted by Mylan Pharmaceuticals
Inc., under fasting and nonfasting conditions on its Etodolac,
300 mg Capsule, lot #2B006N, comparing it to Wyeth-Ayerst A
Laboratories' LodineR 300 mg Capsule have been found acceptable
by the Division of Bioequivalence. The studies demonstrate that
Mylan's Etodolac Capsule, 300 mg is bioequivalent to the
reference product, Lodine®, 300 mg Capsule, manufactured by
Wyeth-Ayerst Laboratories.

2. The dissolution testing conducted by the firm on its Etodolac
Capsules, 200 mg and 300 mg, lot #2BOOS5SN and #2BOO6N,
respectively, is acceptable. The formulation for the 200 mg
strength is proportionally similar to the 300 mg strength of the
test product which underwent acceptable biocequivalence testing.
Waiver of in vivo biocequivalence study requirements for the 200
mg capsule of the test product is granted. The Division of
Bioequivalence deems Etodolac Capsules 200 mg, manufactured by
Mylan Pharmaceuticals Inc., to be bioequivalent to Lodine®
Capsules 200 mg, manufactured by Wyeth-Ayerst Laboratories.

3. The dissolution testing should be incorporated into the firm's
manufacturing controls and stability program. The dissolution
testing should be conducted in 1000 mL of phosphate buffer pH 7.5
(without enzyme) at 37°C using USP 23 apparatus 1 (Basket) at
100 rpm. The test product should meet the following
specifications:

Not less than of the labeled amount of the drug in
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the dosage form is dissolved in 20 minutes.

The firm should be informed of the above recommendations.

Moheb H. Makary, Ph.D(/
Division of Bioequivalence
Review Branch III

RD INITIALLED RMHATRE

FT INITIALLED RMHATRE — Date: !2/4 /24

Concur: e _ Date: 1 2 ’2?/ 96
e Rabindra Patnaik, Ph.D.
Acting Director
Division of Bioequivalence

MMakary/12-2-96 wp 74932SDW.796 i
cc: ANDA #74-932,original, HFD-658 (Makary), Drug File, Division
File.

Ay
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Table VIII. In Vitro Dissolution Testing

Drug (Generic Name): Etodolac Capsuless
Dose Strength: 200 mg and 300 mg

ANDA No.: 74-932 ’

Firm: Mylan Pharmaceuticals Inc.
Submission Date: July 31, 1996

File Name: 74932SDW.796

I. Conditions for Dissolution Testing:

USP XXII Basket: X Paddle: RPM: 100
No. Units Tested: 12

Medium: 1000 mL of phosphate buffer pH 7.5
Specifications: NLT in 20 minutes
Reference Drug: Lodine

Assay Methodology:

II. Results of In Vitro Dissolution Testing:
Sampling . Test Product Reference Product
~Times Lot # 2BOOSN Lot # 3950567 f
" (Minutes) Strength(mg) 200 Strength (mg) 200
Mean % Range %¥CV Mean % Range ¥CV
10 83 4.7 93 ' 4.1
20 94 3.7 99 1.5
30 96 3.4 100 11.0
' i
Sampling Test Product Reference Product
. Times Lot # 2B0O06N Lot # 3950568
(Minutes) : Strength (mg) 300 Strength(mg) 300 -
o B Mean % Range ¥Cv Mean % Range ¥CV
10 85 5.8 85 4.4
20 95 3.0 95 : 1.7
30 96 2.8 96 1.9
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